lease add the following new claims. 



42. A compound of formula (I) 




A — C N D 



(I) 



wherein: 

Rl is selected from the Voup consisting of hydrogen, halogen, cyano, Ci-C6-alkyl, 
trifluoromethyl, C3-C^cycloalkyl, Ci-C 4 -hydroxyalkyl, hydroxy, C \ -C4-alkoxy, 
benzyloxy, Ci-C^alkandyloxy, Ci-C4-alkylthio, C2-C5-alkoxycarbonyl, 
aminocarbonyl, C3-C9-dialfcylaminocarbonyl, carboxy, phenyl, phenoxy, 
pyridyloxy, and NR 5 R 6 , wherein 

R 5 and 

r6 are selected independently from each other from hydrogen and Ci-Cg-alkyl, 
R2 is selected from hydrogen, halogen, C i -Chalky 1, trifluoromethyl and hydroxy, 
wherein 



r1 and R 2 , in the case they are adjacent, optionally formV bridge which is selected from 
-(CH2)4-, -(CH=CH) 2 - and -CH20CR 7 R 8 -0-, wherein 



R% and 

R** \ are, independent from each other, hydrogen or Ci-Cg-alkyl, 
r3 is Selected from hydrogen, halogen and Ci-C6-alkyl, 

R4 is selected from hydrogen, C \ -Cg-alkyl, C3-C6-alkenyl, hydroxy, C \ -Cg-alkoxy 
and benzyloxy, 

k is 0 or 1, \ 

A is selected from 

C2-C6-alkenylenV which is optionally substituted one to three- fold by C1-C3- 
alkyl, hydroxy, fluorine, cyano, or phenyl, 

C4-C6-alkadienylene\which is optionally substituted once or twice by C1-C3- 
alkyl, fluorine, cyano, or phenyl, 

1,3,5-hexatrienylene, whi\h is optionally substituted by Ci-C3-alkyl, fluorine, or 
cyano, and \ 

ethinylene, \ 

D is selected from \ 

Ci-CiQ-alkylene, optionally substituted once or twice by Ci-C3-alkyl or hydroxy, 

C2-Cio-alkenylene, optionally substituted once or twice by Ci-C3-alkyl or 
hydroxy, wherein the double bond optionally is to ring E, 



• 



j-CiQ-alkinylene, optionally substituted once or twice by Ci-C3-alkyl or 
hydroxy, and 

the g\oup consisting of C i -C \ Q-alkylene, C2-C \ o-alkenylene and 
C3-Ci\)-alkinylene, wherein one to three methylene units are isosterically replaced 

by O, sVfR 9 , CO, SO or SO2, wherein 

R9 is selected from hydrogen, Ci-C3-alkyl, Ci-C6-acyl and methanesulfonyl, 



E is 



R 



10 




R 



11 



N— (G) 



(D)' 



(El), 



wherein 



n and p are, independent of each other,Y), I, or 2, with the proviso that n + p = 2, 

Rl° is selected from hydrogen, C 1 -C3-a\kyl, hydroxy, hydroxymethyl, carboxy and 
C2-C7-alkoxycarbonyl, 



Rl 1 is hydrogen or an oxo group adjacent to the nitrogen atom, 



G 



is selected from hydrogen, 

Gl, G2, G3, G4 and G5, wherein 



represents the residue 



■(CH 2 )— (CR 13 R 14 )— R 12 



(Gl) 



wheYein 
r is 0, 1 or 2, and 
s is 0 or 1 , 

Rl2 is selected fror 

hydrogen, Ci-C 6 \alkyl, C 3 -C6-alkenyI, C 3 -C6-alkinyl, C 3 -C 8 -cycloalkyl, 

benzyl, phenyl, 

the group consisting of monocyclic aromatic five- and six-membered heterocycles, 
which contain one to three hetero-atoms selected from N, S and O and are either 
bound directly or over a methylene group, 



the group consisting of anellaW bi- and tricyclic aromatic or partially 
hydro genated carbocyclic ring systems with 8 to 16 ring atoms and at least one 
aromatic ring, wherein the bondV>ccurs either over an aromatic or a hydrogenated 
ring and either directly or over a methylene group, and 



the group consisting of anellated bi-\and tricyclic aromatic or partially 
hydrogenated heterocyclic ring systems with 8 to 16 ring atoms and at least one 
aromatic ring, wherein one to three ring atoms are selected from N, S and O and 



• 




0 



G2 



the bond occurs either over an aromatic or a hydrogenated ring, and either directly 
o\ over a methylene group, 

has the same meaning as R 12 , but is selected independently thereof, 
is selectea\from 

hydrogen, hydroxy, methyl, benzyl, phenyl, 

the group consisting of monocyclic aromatic five- and six-membered heterocycles, 
which contain one to three hetero-atoms selected from N, S and O and are bound 
either directly or ove\ a methylene group, 

the group consisting of anellated bi- and tricyclic aromatic or partially 
hydrogenated carbocyclicVing systems with 8 to 16 ring atoms and at least one 
aromatic ring, wherein the bond occurs either over an aromatic or a hydrogenated 
ring and either directly or ov^r a methylene group, and 

the group consisting of anellated bi- and tricyclic aromatic or partially 
hydrogenated heterocyclic ring systems with 8 to 16 ring atoms and at least one 
aromatic ring, wherein one to threeyring atoms are selected from N, S and O and 
the bond occurs either over an aromatic or a hydrogenated ring and either directly 
or over a methylene group, \ 

is selected from \ 



— C— (CH 2 )— (CR 13 R 14 )— R 



12 



o 



(G2a) 



and 



r 





C— (CH 2 )— NR 12 R 14 
O 



(G2b), 




wherein RM and R 1 ^ have the above meaning, or the group 



— NRTR 



14 



is a nitrogen-containing heterocycle bound over the nitrogen atom, the nitrogen- 
containing heterocVcle being selected from 

the group consisting of saturated and unsaturated monocyclic, four- to eight- 
membered heterocyclesV which, aside from the essential nitrogen atom, optionally 
contain one or two furthe\ hetero-atoms selected from N, S and O, and 

the group consisting of saturated and unsaturated bi- or tricyclic, anellated or 
bridged heterocycles with 8 t(A16 ring atoms, which, aside from the essential 
nitrogen atom, optionally contain one or two further hetero-atoms selected from N, 
S and O, Y 

G3 is the residue \ 



— S0 2 — (CH 2 ) r R 



12 



(G3), 



G4 



is the residue 




(G4) 5 \ 



wherein 



and 

Ar? are selected independently of each other from phenyl, pyridyl and naphthyl, 
G5 \s the residue 



— COR 



15 



(G5), 



wherein 



Rl5 i s selected frofn trifluoromethyl, Ci-Cg-alkoxy, C3-C6-alkenyloxy and benzyloxy, 



wherein aromatic ring systems in the substituents R 1 , R 2 , R 4 R 12 , R 13 , R 14 , R 15 , Ar 1 
and Ar 2 and in the ring system -NR 12 R 14 optionally carry independently of each other 
one to three substituents which are independently selected from the group consisting of 
halogen, cyano, ■ Ci-C6-alkyl ? trifluoromethyl, C3-C8-cycloalkyl, phenyl, benzyl, 
hydroxy, Cj-Cg-alkoxy, which isWiorially entirely or partially substituted by fluorine, 
benzyloxy, phenoxy, mercapto, Gi^6- alk y lthio > carboxy, Ci-Cg-alkoxycarbonyl, 
benzyloxycarbonyl, nitro, amino, morto-Ci-Cg-alkylamino, and di-(Ci-C6-alkyl)-amino, 
wherein two adjacent groups of the aromatic ring or ring system optionally form an 
additional ring over a methylenedioxy bridge, 



stereoisomers and/or mixtures thereof and pharmacologically acceptable acid addition 
salts 



with the exception of (E)-3-(3-pyridyl)-N42-(l-beWlpiperidin-4-yl)ethyl]-2- 
propenamide hydrochloride. \ 



4\. A compound according to claim 4% wherein 



irrT^X 



R l \ is selected from hydrogen, halogen, cyano, methyl, trifluoromethyl, hydroxy, Cj- 
\C4-alk0xy, ethylthio, methoxycarbonyl, tert-butoxycarbonyl, aminocarbonyl, 
carboxy, and phenoxy, 

R 2 is selected from hydrogen, halogen, trifluoromethyl and hydroxy, 
R3 is hydrogen or halogen, 

R4 is selectec\from hydrogen, Ci-C3-alkyl, hydroxy and Ci-C3-alkoxy, 
k is 0 or 1. 

A is selected fromV^-Cs-alkenylene, optionally substituted once or twice by C1-C3- 
alkyl, hydroxy orYluorine, 

C 4 -C6-alkadienylen\, optionally substituted by Ci-C3-alkyl or by 1 or 2 fluorine 
atoms, and 



1,3,5-hexatrienylene, optionally substituted by fluorine, 



D is selected from Ci-Cg-alkylWe, optionally substituted once or twice by methyl or 
hydroxy, \ 

C2-C8-alkenylene, optionally substituted once or twice by methyl or hydroxy, 
wherein the double bond optionally is to ring E, 



-Cg-alkinylene, optionally substituted once or twice by methyl or hydroxy, and 



the gW)up consisting of Ci-Cg-alkylene, C2-Cg-alkenylene and C3-Cg-alkinylene, 
whereirkone to three methylene units are isosterically replaced by O, S, NH, 
N(CH 3 ),\(COCH 3 ), N(S0 2 CH 3 ), CO, SO or S0 2 , 



is 



jo 



(D) 



%11 




N— (G) 



■(CH 2 > 



(El) 



wherein 



and 



are, independent of each other, 0, 1, or 2, with the proviso that n + p = 2, 



is selected from hydrogen, Ci-C3-alkyl, hydroxy, and hydroxymethyl, 



is hydrogen or an oxo group which is adjacent \p the nitrogen atom, 



is selected from hydrogen, Gl, G2, G3, G4 and Gfc, wherein 



represents the residue 



(CH 2 )— (CR 13 R 14 )— R 12 

(Gl), 



wherein \ 
is 0, 1 or 2 ancl 
is 0 or 1, \ 

is selected from hydrbgen, Cj^-alkyl, C3-Cg-cycloalkyl, benzyl, phenyl, 

the group consisting of bWizocyclobutyl, indanyl, indenyl, oxoindanyl, naphthyl, 
dihydronaphthyl, tetrahydrbnaphthyl, oxotetrahydronaphthyl, biphenylenyl, 
fluorenyl, oxofluorenyl, anttfryl, dihydroanthryl, oxodihydroanthryl, 
dioxodihydroanthryl, phenantnryl, dihydrophenanthryl, oxodihydrophenanthryl, 
dibenzocycloheptenyl, oxodibei^ocycloheptenyl, dihydrodibenzocycloheptenyl, 
oxodihydrodibenzocycloheptenyl 5 Mihydrodibenzocyclooctenyl ? tetra- 
hydrodibenzocyclooctenyl and oxotWahydrodibenzocyclooctenyl, bound directly 
or over a methylene group, \ 

and \ 

the group consisting of furyl, thienyl, pyrrolM, oxazolyl, isoxazolyl, thiazolyl, 
isothiazolyl, pyrazolyl, imidazolyl, oxadiazolyi thiadiazolyl, triazolyl, pyridyl, 
pyrazinyl, pyridazinyl, pyrimidinyl, triazinyl, imidazothiazolyl, benzofuryl, 
dihydrobenzofuryl, benzothienyl, dihydrobenzotWienyl, indolyl, indolinyl, 
oxoindolinyl, dioxoindolinyl, benzoxazolyl, oxobekzoxazolinyl, benzisoxazolyl, 
oxobenzisoxazolinyl, benzothiazolyl, oxobenzthiazo\inyl, benzoisothiazqlyl, 
oxobenzoisothiazolinyl, benzimidazolyl, oxobenzimicfazolinyl, indazolyl, 
oxoindazolinyl, benzofurazanyl, benzothiadiazolyl, benVotriazolyl, 
oxazolopyridyl, oxodihydrooxazolopyridyl, thiazolopyridyl, 





o^odihydrothiazolopyridyl, isothiazolopyridyl, imidazopyridyl, 
oxddihydroimidazopyridyl, pyrazolopyridyl, oxodihydropyrazolopyridyl, 
thienopyrimidinyl, chromanyl, chromanonyl, benzopyranyl, chromonyl, quinolyl, 
isoquinotlyl, dihydroquinolyl, oxodihydroquinolinyl, tetrahydroquinolyl, 
oxotetrah\droquinolinyl, benzodioxanyl, quinoxalinyl, quinazolinyl, 
naphthyridmyl, carbazolyl, tetrahydrocarbazolyl, oxotetrahydrocarbazolyl, 
pyridoindolyL acridinyl, oxodihydroacridinyl, phenothiazinyl, 
dihydrodibenzWepinyl, oxodihydrodibenzoxepinyl, benzocycloheptathienyl, 
oxobenzocycloheptathienyl, dihydrothienobenzothiepinyl, 
oxodihydrothienobenzothiepinyl, dihydrodibenzothiepinyl, 

oxodihydrodibenzofhiepinyl, octahydrodibenzothiepinyl, dihydrodibenzazepinyl, 
oxodihydrodibenzazebinyl, octahydrodibenzazepinyl, benzocycloheptapyridyl, 
oxobenzocycloheptapykidyl, dihydropyridobenzodiazepinyl, 
dihydrodibenzoxazepinyL dihydropyridobenzoxepinyl, 
dihydropyridobenzoxazepkyl, oxodihydropyridobenzoxazepinyl, 
dihydrodibenzothiazepinyl, oxodihydrodibenzothiazepinyl, 
dihydropyridobenzothiazepiiwl, and oxodihydropyridobenzothiazepinyl, bound 
directly or. over a methylene group, 



Rl3 has the same meaning as R 12 , but is selected independently therefrom, 



Rl4 is selected from hydrogen, hydroxy, methyl, benzyl, phenyl, and, 



the group consisting of indanyl, indenyl, naphthyl, dihydronaphthyl, 
tetrahydronaphthyl, furyl, thienyl, pyirolyl\oxazolyl, isoxazolyl, thiazolyl, 
isothiazolyl, pyrazolyl, imidazolyl, oxadiazolyl, thiadiazolyl, triazolyl, pyridyl, 
pyrazinyl, pyridazinyl, pyrimidinyl, triazinyl, benzofuryl, benzothienyl, indolyl, 
indolinyl, benzoxazolyl, benzothiazolyl, benzimidazolyl, chromanyl, quinolyl, and 
tetrahydroquinolyl, bound directly or over a methylene group, 






G2 



is selected from 



-C— (CH 2 )— (CR 13 R 14 )— R 12 



(G2a) 



and 



-C— (^H 2 )— NR 12 R 14 
O 



(G2b), 



wherein R 12 and R 14 \iave the above meanings, or the group 



-NR 12 R 1 ' 



is a nitrogen-containing heterofcycle bound over the nitrogen atom, the nitrogen- 
containing heterocycle being selected from the group consisting of azetidine, 
pyrrolidine, piperidine, ( 1 H)tetrarVdropyridine, hexahydroazepine, 
( 1 H)tetrahydroazepine, octahydroaaocine, pyrazolidine, piperazine, 
hexahydrodiazepine, morpholine, hexahydrooxazepine, thiomorpholine, 
thiomorpholine- 1,1 -dioxide, 5-aza-bicVclo[2.1.1]hexane, 2-aza- 
bicyclo[2.2.1]heptane, 7-aza-bicyclo[2.2\l]heptane, 2,5-diaza-bicyclo[2.2.1]- 
heptane, 2-aza-bicyclo[2.2.2]octane, 8-azaVbicyclo[3.2.1]octane, 2,5- 
diazabicyclo[2.2.2]octane, 9-azabicyclo[3.3\l]nonane, indoline, isoindoline, (1H)- 
dihydroquinoline, (lH)-tetrahydroquinoline, (2H)-tetrahydroisoquinoline, (1H)- 
tetrahydroquinoxaline, (4H)-dihydrobenzoxazine, (4H)-dihydrobenzothiazine, 
(lH)-tetrahydrobenzo[b]azepine, (lH)-tetrahydrdbenzo[c]azepine, (1H)- 
tetrahy drobenzo[d] azepine, (5 H)-tetrahydrobenzo [b] oxazepine, (5H)- 
tetrahydrobenzo[b]thiazepine, l,2,3,4-tetrahydro-9Hrpyrido[3,4-b]indole, (10H)- 
dihydroacridine, 1,2,3,4-tetrahydroacridanone, ( 1 OH)\phenoxazine, (10H)- 
phenothiazine, (5H)-dibenzazepine, (5H)-dihydrodibertzazepine, (5H)- 
octahydrodibenzazepine, (5H)-dihydrodibenzodiazepine\(l 1H)- 



<&ihydrodibenzo[b,e]oxazepine, (1 lH)-dihydrodibenzo[b,e]thiazepine, (10H)- 
dihYdrodibenzd[b,floxazepine, (10H)-dihydrodibenzo[b,f]thiazepine, and 
(5HMetrahydrodibenzazocine, 



G3 is 



— SoV-(CH 2 ) r R 



G4 is 



wherein 
Arl and 

Ar 2 are selected independently of each \ther from phenyl, pyridyl, and naphthyl, 
G5 is 



wherein 



R 15 is selected from trifluoromethyl, Ci-Cg-alkoxy, G^-Ce-alkenyloxy, and 
benzyloxy, 



/herein aromatic ring systems optionally are substituted independently of each other by 
o\e to three substituents independently selected from the group consisting of halogen, 
cyaKp, Ci-Cg-alkyl, trifluoromethyl, C3-Cg-cycloalkyl, phenyl, benzyl, hydroxy, C^Cg- 
alkox\ Ci-Cg-alkoxy entirely or partially substituted by fluorine; benzyloxy, phenoxy, 
mercapMu Ci-C6-alkylthio, carboxy, Ci-C6-alkoxycarbonyl, benzyloxycarbonyl, nitro, 
amino, moho-Ci-C6-alkylamino, and di-(Ci-C6-alkyl)-amino, wherein two adjacent 
groups in the\ring or ring system optionally form an additional ring over a 
methylenedioxy bridge. 



44. A compoundVccording to claim 4^ wherein: 

Rl is selected from hydrogen, halogen, cyano, methyl, trifluoromethyl, hydroxy, 
methoxy and methcWcarbonyl, 

R 2 is hydrogen or halogen, 

R3 is hydrogen, 

R 4 is selected from hydrogen, Ci^3-alkyl and hydroxy, 
k is 0 or 1, 

A is selected from C2-C6-alkenylene, optionally substituted once or twice by 
hydroxy or fluorine, or 

C^Cg-alkadienylene, optionally substituted by one or two fluorine atoms, and 



1 ,3,5-hexatrienylene 



\ 



• 



is selected from C2-Cg-alkylene, optionally substituted by methyl or hydroxy 

\C2-Cg-alkenylene, optionally substituted by methyl or hydroxy, wherein the 
dVible bond optionally is to ring E, and 

the g^oup consisting of C2-Cg-alkylene and C2-Cg-alkenylene, wherein one to 
three methylene units are isosterically replaced by O, NH, N(CH3), N(COCH3), 
N(S0 2 CH3) or CO, 



is 



R 



10 



(D)' 



"(CH 2 ) 




R 



11 



N— (G) 



-(CPU) r 



(El), 



wherein 



n and p are, independent of each other, 0,Y or 2, with the proviso that n + p =2, 



r!0 is selected from hydrogen, methyl and hVdroxyl, 



rH is hydrogen or an oxo group adjacent to the nitrogen atom, 



G is selected from hydrogen, C3-Cg-cycloalkyl, mfethoxycarbonyl, 

tert-butoxycarbonyl, benzyloxycarbonyl, trifluoroWtyl, diphenylphosphinoyl, 



(CH 2 )— (CR 13 R 14 )— R 12 



(Gl), 



-C— VCH 2 )— (CR 13 R 14 )— R 12 

II \ » 



(G2a), 



-C— (ChM— NR 12 R 14 



(G2b), 



and 



-SOz— (C'H 2 ) r 



(G3), 



wherein 



is 0, 1 or 2, V 

is 0 or 1, \ 

is selected from hydrogen, methyl, benzyl phenyl, 

the group consisting of indanyl, indenyl, oxoindanyl, naphthyl, dihydronaphthyl, 
tetrahydronaphthyl, oxotetrahydronaphthyl, fl^orenyl, oxofluorenyl, anthryl, 
dihydroanthryl, oxodihydroanthryl, dioxodihydroanthryl, dibenzocycloheptenyl, 
oxodibenzocycloheptenyl, dihydrodibenzocydoheptenyl, and 
oxodihydrodibenzocycloheptenyl, bound directly or over a methylene group, and 



tfte group consisting of furyl, thienyl, pyrrolyl, oxazolyl, isoxazolyl, thiazolyl, 
isomiazolyl, pyrazolyl, imidazolyl, oxadiazolyl, thiadiazolyl, triazolyl, pyridyl, 
pyrazinyl, pyridazinyl, pyrimidinyl, imidazothiazolyl, benzofuryl, di- 
hydrobenzofuryl, benzothienyl, dihydrobenzothienyl, indolyl, indolinyl, 
oxoindolinyl, dioxoindolinyl, benzoxazolyl, oxobenzoxazolinyl, benzisoxazolyl, 
oxobenzisoxazolinyl, benzothiazolyl, oxobenzthiazolinyl, benzoisothiazolyl, 
oxobenzoisbthiazolinyl, benzimidazolyl, oxobenzimidazolinyl, benzofurazanyl, 
benzothiadiazolyl, benzotriazolyl, oxazolopyridyl, oxodihydrooxazolopyridyl, 
thiazolopyridyKoxodihydrothiazolopyridyl, isothiazolopyridyl, imidazopyridyl, 
oxodihydroimidazopyridyl, pyrazolopyridyl, thienopyrimidinyl, chromanyl, 
chromanonyl, benzopyranyl, chromonyl, quinolyl, isoquinolyl, dihydroquinolyl, 
oxodihydroquinolinyl, tetrahydroquinolyl, oxotetrahydroquinolinyl, 
benzodioxanyl, quinoxalinyl, quinazolinyl, naphthyridinyl, carbazolyl, 
tetrahydrocarbazolyl, oxotetrahydrocarbazolyl, pyridoindolyl, acridinyl, 
oxodihydroacridinyl, ph^nothiazinyl, dihydrodibenzoxepinyl, benzocyclohepta- 
thienyl, oxobenzocyclohepitathienyl, dihydrothienobenzothiepinyl, oxodihydro- 
thienobenzothiepinyl, dihyarodibenzothiepinyl, oxodihydrodibenzothiepinyl, 
dihydrodibenzazepinyl, oxodmydrodibenzazepinyl, octahydrodibenzazepinyl, 
benzocycloheptapyridyl, oxobenzocycloheptapyridyl, dihydropyridobenzoxepinyl, 
dihydrodibenzothiazepinyl, and Wodihydrodibenzothiazepinyl, bound directly or 
over a methylene group, 



Rl3 is selected from hydrogen, methyl, benzyl and phenyl, 



R 14 is selected from hydrogen, hydroxy, methyl, benzyl, phenyl, and 



the group consisting of naphthyl, furyl, thieW oxazolyl, thiazolyl, pyrazolyl, 
imidazolyl, oxadiazolyl, thiadiazolyl, pyridylM>enzofuryl, benzothienyl, indolyl, 
indolinyl, benzoxazolyl, benzothiazolyl, benzimidazolyl, chromanyl, quinolyl and 
tetrahydroquinolyl, bound directly or over a methylene group, 



\ 



herein in formula 



— C— (CH 2 )— NR 12 R 14 
V ° (G2b) 

— NR 12 R 1 \ optionally is selected from pyrrolidine, piperidine, 
(lH)-tetrahyd\ppyridine, hexahydroazepine, octahydroazocine, piperazine, hexa- 
hydrodiazepine\morpholine, hexahydrooxazepine, 2-azabicyclo[2.2.1]heptane, 7- 
azabicyclo[2.2.1|heptane, 2,5-diazabicyclo[2.2.1]heptane, 8- 
azabicyclo[3.2.1]o\tane, 2,5-diazabicyclo[2.2.2]octane, indoline, isoindoline, 
(lH)-dihydroquinoli\e, (lH)-tetrahydroquinoline, (2H)-tetrahydroisoquinoline, 
(lH)-tetrahydroquinoxaline, (4H)-dihydrobenzoxazine, (4H)- 
dihydrobenzothiazine, ( INH)-tetrahydrobenzo[b]azepine, ( 1 H)-tetrahydroben- 
zo[d]azepine, (5H)-tetrahyVobenzo[b]oxazepine, (5H)- 

tetrahydrobenzo[b]thiazepinV l^^^-tetrahydro-PH-pyridotS^-bJindol, (lOH)-di- 
hydroacridine, 1,2,3,4-tetrahydroacridanone, (5H)-dihydrodibenzazepine, (5H)- 
dihydrodibenzodiazepine, (1 lH)\dihydrodibenzo[b,e]oxazepine, (1 lH)-dihydrodi- 
benzo[b,e]thiazepine, (10H)-dihydrodibenzo[b,fJoxazepine and (5H)-tetrahydro- 
dibenzazocine \ 

wherein aromatic ring systems are optionally substituted independently of each other by 
one to three substituents independently selected frVn the group consisting of halogen, 
cyano, C \ - C6-alkyl, trifluoromethyl, Cs-Cg-cycloalkyl, phenyl, benzyl, hydroxy, C\-C^- 
alkoxy, Ci-Cg-alkoxy entirely or partially substituted y fluorine; benzyloxy, phenoxy, 
mercapto, Ci-C6-alkylthio, carboxy, Ci-C6-alkoxycarb\nyl, benzyloxycarbonyl, nitro, 
amino, mono-Ci-Cg-alkylamino, and di-(Ci-C6-alkyl)-arkino, wherein two adjacent 
groups in the ring or ring system optionally form an additional ring over a 
methylenedioxy bridge. Y 



45. A compound according to claim 4\ wherein: 



irr^H 



Rl \ is selected from hydrogen, fluorine, chlorine, bromine, methyl, trifluoromethyl and 
lydroxy, 

R 2 and\ 
R3 are hydrogen, 

R 4 is hydrogen or hydroxy, 
k is 0 or 1 , 

A is C2-C4-alkenylVie or 1,3-butadienylene, which are optionally substituted by 
fluorine, 

D is selected from C2-C6-Wkylene, C2-C6-alkenylene, wherein the double bond 
optionally is to ring E, anckthe group consisting of C2-C6-alkylene and C2^Cg- 
alkenylene, wherein a methylene unit is isosterically replaced by O, NH, N(CH3> 
or CO, or an ethylene group is\sosterically replaced by NH-CO or CO-NH, or a 
propylene group is isosterically replaced by NH-CO-O or O-CO-NH, 

E is piperidine, wherein the heterocycli\ring optionally is substituted by an oxo 
group adjacent to the nitrogen atom, 



G is selected from hydrogen, tert-butoxycarbonyl, diphenylphosphinoyl, 



(CH 2 )— (CR 13 R 14 )— R 12 \ 

r \(G1), 



-C— (CH 2 )— (CR 13 R 14 )— R 12 
II r s 

O 



(G2a), 



C— (CH 2 )— NR 12 R 14 



(G2b), 



and 



S0 2 — VCH 2 ) r R 



12 



(G3), 



wherein 



r is 0 or 1, 



is 0 or 1, 



Rl2 is selected from hydrogen, methyl, t&enzyl, phenyl, 

the group consisting of indenyl, oxoinaanyl, naphthyl, tetrahydronaphthyl, 
fluorenyl, oxofluorenyl, anthryl, dihydroWhryl, oxodihydroanthryl, 
dioxodihydroanthryl, dibenzocycloheptenVl, and dihydrodibenzocycloheptenyl, 
bound directly or over a methylene group, and 



the group consisting of furyl, thienyl, oxazolyl,\thiazolyl, imidazolyl, oxadiazolyl, 
thiadiazolyl, pyridyl, pyrazinyl, pyrimidinyl, imiqazothiazolyl, benzofuryl, 
benzothienyl, indolyl, oxoindolinyl, dioxoindolinyh benzoxazolyl, 
oxobenzoxazolinyl, benzothiazolyl, oxobenzthiazolinyl, behzimidazolyl, 
oxobenzimidazolinyl, benzofurazanyl, benzotriazolyl,\oxazolopyridyl, 
oxodihydrooxazolopyridyl, thiazolopyridyl, oxodihydro^hiazolopyridyl, 



iromanyl, chromanonyl, benzopyranyl, chromonyl, quinolyl, isoquinolyl, 
ox^dihydroquinolinyl, tetrahydroquinolyl, oxotetrahydroquinolinyl, 
benZbdioxanyl, quinazolinyl, acridinyl, oxodihydroacridinyl, phenothiazinyl, 
dihydrbdibenzoxepinyl, benzocycloheptathienyl, dihydrothienobenzothiepinyl, 
dihydrodibenzothiepinyl, oxodihydrodibenzothiepinyl, dihydrodibenzazepinyl, 
oxodihydrViibenzazepinyl, octahydrodibenzazepinyl, benzocycloheptapyridyl, 
oxobenzocy\loheptapyridyl, and dihydrodibenzothiazepinyl, bound directly or 
over a methylene group, 

Rl3 is selected from hVdrogen, methyl, benzyl and phenyl, 

Rl4 is selected from hydrogen, hydroxy, methyl, benzyl, phenyl, and 

the group consisting of naWhyl, furyl, thienyl, pyridyl, benzofuryl, benzothienyl, 
indolyl, benzoxazolyl, benzMhiazolyl, benzimidazolyl, chromanyl, quinolyl and 
tetrahydroquinolyl, bound directly or over a methylene group, 

wherein in the formula 



-C— (CH 2 )— NR 12 R 14 
O 



,2b) 



— NR 12 R 14 optionally is selected from pyrrolidine, piperidine, 
hexahydroazepine, morpholine, 2,5-diazabicyelo[2£.l]heptane, indoline, 
isoindoline, (lH)-dihydroquinoline, (lH)-tetrahydro^inoline, (2H)-tetrahydro- 
isoquinoline, (lH)-tetrahydrobenzo[b]azepine, (lH)-tetrahydrobenzo[d]azepine, 
(5H)-tetrahydrobenzo[b]oxazepine, (5H)-tetrahydrobenzto[b]thiazepine, 1,2,3,4- 
tetrahydroacridanone, (SH)-dihydrodibenzazepine, (1 lH)-^ihydrodibenzo[b,e]- 
oxazepine and (1 lH)-dihydrodibenzo[b,e]thiazepine, 




^herein aromatic ring systems optionally are substituted, independently of each other, by 
one to three substituents which are independently selected from the group consisting of 

altfgen, cyano, Ci-Cg-alkyl, trifluoromethyl, C3-Cg-cycloalkyl, phenyl, benzyl, 
hydrox^. Ci-Cg-alkoxy, Ci-Cg-alkoxy which is entirely or partially substituted by 
fluorine; Kenzyloxy, phenoxy, mercapto, Cj-Cg-alkylthio, carboxy, C^-Cg- 
alkoxycarbonyl, benzyloxycarbonyl, nitro, amino, mono-Ci-Cg-alkylamino and di-(Cj- 
Cg-alkyO-amitao, wherein two adjacent groups on the aromatic ring or ring system 
optionally form an additional ring over a methylenedioxy bridge. 

46. A compound according to clainr^ wherein: 

Rl is selected from hydrogen, fluorine, methyl, trifluoromethyl and hydroxy, 

R 2 and \ 

R3 are hydrogen, \ 

r4 is hydrogen or hydroxy, \ 

k is 0, \ 

A is ethenylene or 1,3-butadienylene \ 

D is C2-C6-alkylene or C2-C6-alkenylene, wherein the double bond optionally is to 



E 



is piperidine, 



G \s selected from benzyl, phenethyl, fluorenylmethyl, anthrylmethyl, 
dfohenylmethyl, fluorenyl, dihydrodibenzocycloheptenyl, 

fuVlmethyl, thienylmethyl, thiazolylmethyl, pyridylmethyl, benzothienylmethyl, 
quirtblylmethyl, phenyl-thienylmethyl, phenyl-pyridylmethyl, 
dihycfrodibenzoxepinyl, dihydrodibenzothiepinyl, 

acetyl, ftvaloyl, phenylacetyl, diphenylacetyl, diphenylpropionyl, naphthylacetyl, 
benzoyl, riaphthoyl, anthrylcarbonyl, oxofluorenylcarbonyl, oxodihydro- 
anthrylcarbonyl, dioxodihydroanthrylcarbonyl, 

furoyl, pyridylcarbonyl, chromonylcarbonyl, quinolylcarbonyl, 

naphthylaminocartfonyl, dibenzylaminocarbonyl, benzylphenylaminocarbonyl, 
dipheny laminocarbcWl, indolinyl- 1 -carbonyl, dihydrodibenzazepin-N-carbonyl, 
tetrahydroquinolinyl-M-carbonyl, tetrahydrobenzo[b]azepinyl-N-carbonyl, 

methanesulfonyl, phenylsulfonyl, p-toluenesulfonyl, naphthylsulfonyl, 
quinoiinsulfonyl, and \ 

diphenylphosphinoyl, \ 

wherein aromatic ring systems optiona!ly\are substituted independently of each other by 
one to three substituents which are independently selected from the group consisting of 
halogen, cyano, Ci-C6-alkyl, trifluoromethyk Cs-Cg-cycloalkyl, phenyl, benzyl, 
hydroxy, C i -Cg-alkoxy, C i -C6-alkoxy, entirety or partially substituted by fluorine; 
benzyloxy, phenoxy, mercapto, Ci-C6-alkylthio)\carboxy, Ci-C6-alkoxycarbonyl, 
benzyloxycarbonyl, nitro, amino, mono-Ci-C6-alkVlamino and di-(Ci-C6-alkyl)-amino, 
wherein two adjacent groups in the ring or ring system optionally form an additional ring 
over a methylenedioxy bridge. \ 




[7. A compound according to claim 42, which is selected from 

N-[\(l-methylsulfonylpiperidin-4-yl)-butyl]-3-(pyridin-3-yl)-acrylamide, 

N-{4-[l-to-naphthylsulfonyl)-piperidin-4-yl]-butyl}-3-(pyridin-3-yl)-acrylamide, 

N-{4-[l-(2-naphthylsulfonyl)-piperidin-4-yl]-butyl}-5-(pyridin-3-yl)-2,4-pentadienoic 
acid amide, 

N-{441-(l-naphth5daminocarbonyl)-piperidin-4-yl].butyl}-3-(pyridin-3-yl)-acrylamide, 

N-[4-(l-diphenylaminocarbonyl-piperidin-4-yl)-butyl]-3-(pyridin-3-yl)-acrylamide, 

N44-(l-diphenylaminocar^onyl-piperidin-4-yl)-butyl]-5-(pyridin-3-yl)-2,4-pentadienoic 
acid amide, 

N-{4-[lK10,ll-dihydrodibenzc\b,f]azepin-5-yl-carbonyl)-piperidin-4-yl]-butyl}-3- 
(pyridin-3-yl)-acrylamide, and 

N.[4-(l-diphenylphosphinoyl-piperimn-4-yl)-butyl]-3-(pyridin-3-yl)-acrylarnide, 
or a pharmaceutically acceptable acid addition salt thereof. 



48. A compound according to claim\42, which is selected from 



N-[4-(l-acetylpiperidin-4-yl)-butyl]-3Kpyridin-3-ylVacrylamide, 



N-[4-(l-diphenylacetyl-piperidin-4-yl)-butyl]-3-(pyridirtr3-yl)-acrylamide, 



{4-[ 1 -(3,3-diphenylpropionyl> 

-[4\l-benzoylpiperidin-4-yl)-butyl]-3-(pyridin-3-yl)-acrylamide, 

N-[4-(l-^nzoylpiperidin-4-yl)-butyl]-5-(pyridin-3-yl)-2 5 4-pentad acid amide, and 

N-{4-[l-(9-o\o-9H-fluoren-4-yl-carbonyl)-piperidin-4-yl]-butyl}-3-(pyridin^ 
acrylamide, 

or a pharmaceutical^ acceptable acid addition salt thereof. 

49. A compound accoro^ig to claim^2, which is selected from 
N-{4-[l-(phenylpyridin-3-Vm^ 

N-{4-[l-(phenylpyridin-4-yl-rAethyl)-piperidin-4-yl]-butyl}-3-(pyri 

N-{4-[l-(6,llHiihydrodibenzo[b,\^ 
acrylamide, and 

N- {4-[ 1 -(6, 1 1 -dihydrodibenzo[b,e]thietyn^ 1 1 -yl)-piperidin-4-yl]-butyl} -3-(pyridin-3-yl)- 
acrylamide, 

or a pharmaceutical^ acceptable acid additioi* salt thereof. 



50. A compound according to claim 42, which is^elected from 
N-[7-(l-diphenylmethylpiperidin-4-yl)-heptyl]-3<pyrid\n-3-yl)-acrylamide 5 



1 



J-[8-(l-diphenylmethylpiperidin-4-yl)-octyl]-3-(pyridin-3-yl)-acrylamide, 



N-[3\l-diphenylmethylpiperidin-4-yloxy)-propyl]-3-(pyridin-3-yl)-acrylamide, and 



N^3-(l-b6nzylpiperidin-4-yloxy)-propyl]-3-(pyridin-3-yl)-acrylamide, 

r \ 

or a pharmaceutically acceptable acid addition salt thereof. 



51. A compound according to claim 42, which is selected from 

N-[2^1-diphenylmethylpi^ pentadienoic acid 

amide, 

'N44-(l-diphenylmethylpiperidin-^l)-butyl]-5Kpyndin-3-yl)-2,4-pentadienoic acid 
amide, 

N-[5-(l-diphenylmethylpiperidm^ acid 
amide, and 

N-[6-(l-diphenylmethylpiperidin-4-yl)-hexyl]-5-(p)^in-3-yl)-2,4-pentadienoic acid 
amide, 

or a pharmaceutical^ acceptable acid addition salt thereof. 



52. A method for the production of compounds according to claim 4X wherein either 



(a) carboxylic acids of formulam) 






(II) 



wherein R 1 , R 2 , R 3 , A a^d k have the meaning given in claim 42 or their reactive 
derivatives are reacted wimvcompounds of formula (III) 



H- 



-N- 
I 



(III) 



wherein D, E, G and R 4 have the meanings given in claim 42, or 



(b) compounds of formula (I), whef 
formula (IV), 



lydrogen, are reacted with a compound of 



(IV), 



wherein G has the meaning given in claim 42, With the exception of hydrogen, and L 
represents a suitable nucleofuge or reactive groupAwhereby the type of specific 
nucleofuge or reactive group L as well as the reaction conditions are dependent on the 
nature of the residue G, or 



(c) compounds of formula (I), wherein G is hydrogen, dre reacted with a suitable 
alkylation agent or arylation agent of formula (IV), wherVin G represents Gl, and the 
nucleofuge L is chlorine, bromine, iodine, or a methanesuMbnyloxy-, 
trifluoromethanesulfonyloxy-, ethanesulfonyloxy-, benzenesulfonyloxy-, 
p-toluenesulfonyloxy-, p-bromobenzenesulfonyloxy- or m-nYrobenzenesulfonyloxy 
residue, or an epoxide group, or 



(decompounds of formula (I), wherein G is hydrogen, are reacted with a carboxylic, 
carbaWc, sulfonic or phosphinic acid of formula (V), 




HO- 



(V) 



wherein G is an^cyl, carbamoyl, sulfonyl or phosphinoyl residue or a derivative thereof, 
selected from symmetric carboxylic acid anhydrides, asymmetric carboxylic acid 
anhydrides, sulfonic attd anhydrides, acyl halides, sulfonyl halides, carbamoyl halides 
and phosphinic acids, and\he reaction of the acids (V) or their reactive derivatives with 
the compounds (I), whereinG is hydrogen, optionally occurs in the presence of auxiliary 
bases in solvents and under conditions as they are described in variant (a), or 

(e) compounds of formula (I), whefein G is hydrogen are reacted with a carbonyl group 
transmitter to an intermediate producVand the latter, without its purification or previous 
isolation, is brought to reaction withfo primary or secondary amine with the formula (VI) 



H— NR 12 R 14 



,12 r 



wherein R 12 and R 14 and the group — NR R \ have the meanings according to claim 
42, optionally in an absolute, inert solvent in the presence of a tertiary organic amine as 
an auxiliary base optionally by slowly adding the solmion of compounds (I) and the 
auxiliary base to a solution of an equivalent amount ofWbonyl group transmitter, or 



(f) compounds of formula (I), wherein G is hydrogen, are^rought into reaction with an 
isocyanate of the formula (VII) 



0=C=N — R 



12 



(VII) 



wherein R 12 has the meaning according to claim 42, optionally m pentane, hexane, 
heptane, benzene, toluene, xylene, dichloromethane, chloroform, L2-dichloroethane, 



+ 



tricMoroethylene, diethyl ether, tetrahydrofuran, dioxane, ethyl acetate, butyl acetate, 
formamide, dimethylformamide, or mixtures thereof, and wherein the reaction 
temperatures is in the range from -20°C to 150°C, or 

(g) compounds of the formula (I), wherein R 4 is hydrogen, are reacted with an alkylation 
agent of formula (VIII) 

L V (VIII) 

wherein R 4 is Ci-Cg-alVi or Cj-Cg-alkenyl, and L represents chlorine, bromine, iodine, 

methylsulfonyloxy, trifluotomethanesulfonyloxy, p-toluenesulfonyloxy, p- 
bromobenzenesulfonyloxy ot m-nitrobenzenesulfonyloxy, and wherein the reaction is 
carried out in the presence of tertiary amino groups under the use of a base selected from 
. potassium tert-butylate, sodiumVydride, potassium hydride and butyl lithium in pentane, 
hexane, heptane, benzene, toluenk tetrahydrofuran, dioxane, dimethylsulfoxide, 
dimethylformamide, or N-methylpynr>lidone, wherein the reaction temperature is 
between -40°C and 140°C. A ' 

53. The method according to claim\^\w the reactive derivatives of compound 
(II) are selected from acid chlorides, p-nitroWnyl esters, 2,4,6-trichlorophenyl esters, 
pentachlorophenyl esters, cyanomethyl estersXesters of N-hydroxysuccinimide, N- 
hydroxyphthalimide, 1-hydroxybenzotriazol, N\hydroxypiperidine, 2-hydroxypyridine 
and 2-mercaptopyridine, chloroformic acid phenyl ester, chloroformic acid benzyl ester, 
chloroformic acid methyl ester, ethyl ester and isoEmtyl ester, and wherein the reaction of 
the compounds (II) with the compounds (III) optionally is performed in the presence of 
dicyclohexylcarbodiimide, l-ethyl-3-(3-dimethylamin\propyl)-carbodiimide 
hydrochloride, N,N'-carbonyldiimidazol or l-ethoxycartWyl-2-ethoxy-l,2- 
dihydroquinoline, wherein \ 



4 




i\ the case of carbodiimides as a condensation agent, optionally N-hydroxysuccinimide, 
NWdroxyphthalimide, 1-hydroxybenzotriazol or N-hydroxypiperidine is added, and 

the compounds of formula (III) are submitted to reaction as free bases or in form of their 
acid addition salts the salts being selected from hydrochlorides, hydrobromides, and 
sulfates ami the reaction of compounds of formula (II), optionally in form of their 
reactive derivatives, is performed with compounds (III) in benzene, toluene, xylene, 
dichloromethane, chloroform, 1,2-dichloroethane, trichloroethylene, diethyl ether, 
tetrahydrofuran, dioxane, glycol dimethyl ether, ethylacetate, acetonitrile 
dimethylsulfoxide, Ghmethylformamide or N-methylpyrrolidone, in pure form or as 
mixtures of two or more thereof, wherein 



the reaction is optionally \arried out in the presence of sodium carbonate, potassium 
carbonate, sodium hydrogefi carbonate, potassium hydrogen carbonate, triethylamine, 
-ethyldiisopropylamine, tributVtamine, N-methylmorpholine, or pydridine, wherein a 
suitable excess of the compobnii offbrmula (III) optionally is used as a base, and in case 
of use of the compounds of formula (III) in form of their acid addition salts, the amount 
of the auxiliary base is considered equivalent, and 

the reaction temperatures are between VK)°C and 180°C . 



54. The method according to claim 5'3, wherein according to method variant (b), the 
reaction is carried out in benzene, toluene, xylene, tetrahydrofuran, dioxane, glycol 
dimethyl ether, ethylacetate, acetonitrile, acetohe, ethyl methyl ketone, ethanol, 
isopropanol, butanol, glycol monomethyl ether, Oimethylsulfoxide, dimethylformamide 
or N-methylpyrrolidone, wherein pure solvent or mixtures of two or more of them are 
used, and the reaction optionally is carried out in the presence of one or more bases 
selected from sodium carbonate, potassium carbonate, sodium hydrogen carbonate, 
potassium hydrogen carbonate, triethylamine, ethyldiisopiWylamine, tributylamine, N- 
methylmorpholine and pydridine, and, in the case of the chlokides or bromides as 



* 



compounds (IV), optionally podium iodide or potassium iodide is added and the reaction 
temperature is in the range ofBeftvpen 0°C and 180°C 



55. A compound according to claim^, wherein G is hydrogen. 



56. A pharmaceutical composition comprising one or more of the compounds 
according to claim 42 as active ingredient, optionally together with one or more 



^ pharmaceutical^ acceptable carriers, on^r more toxicologically safe adjuvants, and 
optionally in combination with one or more\ther active ingredients. 



57. The pharmaceutical composition according to claim 5\ which is 




in the form of a tablet, capsule, or coated tablet, optionally in sustained action or gastric 
fluid-resistant form, 

or in the form of a liquid, peroral administration solution, a suspension, or an effervescent 
tablet, 

or in the form of tabs or sachets, optionally in sustained action, 
or in gastric fluid-resistant form, 

or in the form of a suitable injection or infusion preparation together with suitable 
pharmaceutical^ acceptable carriers and adjuvants, optionally in sustained action form or 
as a parenteral depot medicinal form or implant 



or in the form of a concentrate, powder or lyophilisate, 



or in the form of an inhalation therapeutic agent, or of a spray together with suitable 
pharmaceutical^ acceptable propellants, carriers and adjuvants, 



or in the form of a transdermal therapeutic system, 



or in the form of a gastrointestinal therapeutic system, 
or in the form of a salve, a suspension, an emulsion, a balm or a plaster, 
or in the form of a controlled dosage aerosol or of a dry powder dosage formulation, 
or in the form of a rectal, genital, or transurethral administration emulsion, 
or in the form of a solution, a liposomal solution, an implant, a suppository or a capsule, 
or in the form of a nasal, otologic or ophthalmologic composition, 
•or in a buccally applicable form. 

58. A pharmaceutical composition according to clahn\^, wherein a dosage unit for 
single administration contains 0.0 1 to 2.0 mg or 0. 1 to 1 0 or 20 mg of the active 
ingredient. 

59. A pharmaceutical composition according to claimN5^6, wherein the 
pharmaceutically acceptable carrier is a propellant aerosol. 

60. The pharmaceutical composition according to claimV), wherein the propellant 
aerosol is tetrafluoroethane, heptafluoropropane propane, butane, or dimethyl ether, or a 
mixture thereof. 

6 1 . The pharmaceutical composition according to claim^9, wherein the propellant 
aerosol contains surface active adjuvants. 



62. A pharmaceutical composition according to clairnS6, which contains glucose 
and/or lactose as a dry powder dosage. 

63. A pharmaceutical composition according to claimf>6, which is present in 
combination with a further cytostatic agent and/or immunosuppressive agent. 



0 



A method of noting cancer in the human or animal body comprising 
administering to^the hun^q or animal body an effective amount of a pharmaceutical 
composition of claim 

65. A method of suppressing immunoreactions in the human or animal body 
comprising administering to the human ohanimal body an effective amount of a 
pharmaceutical composition of claim 5^ 



'66. A method of treahng cancer in the human or animal body comprising 
administering to the human or animal body an effective amount of a pharmaceutical 
J0 ^ composition comprising (E)-3-(5^yridyl)-N^ 

(Tgytf" propenamide hydrochloride as activs^ingredient, optionally together with a 

pharmaceutical^ acceptable carrier, a thxicologically safe adjuvant, and optionally in 
combination with other active ingredients. 

67. A method of suppressing immunoreactions mi the human or animal body 
comprising administering to the human or animal bodysan effective amount of a 
pharmaceutical composition comprising (E)^-(3-pyridyl)^-[2-(l-benzylpiperidine-4- 
yl)ethyl]-2-propenamide hydrochloride as active ingredient, optionally together with one 
or more pharmaceutical^ acceptable carriers, one or more toxicok^gically safe adjuvants, 
and optionally in combination with one or more other active ingredients. 



